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Claims 



We claim: 

1) A compound of fomiula 1 



A— N 



wherein: 
A is 

i) 



Aryl— (CH2),-^^Y* 




id has from 5 to 10 ring atoms and may 
from N, O and S; 



wherein Aryl is mono or bicyclic 
optionally include up to 3 heteroatoms cl 
each X is independently 0, 1 or 2i 

R is H, Ci-C6 alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups ind^endently selected from -OH; -CH2OH, -CO2H, - 
CF3, Cl, Br, F; and C1-C2 alkyl; 

each Ra is independently selefcted from the group consisting of H, OH, C1-C3 
alkyl; Ci-Ce alkylacylamino, Ci-Cejalkylacyloxy, Ci-Ce alkyloxy, Ci-Ce alkylthioxy, 
amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including Ci-Ce alkyl and phenyl amides 
and esters), carboxyl (including C|-C6 alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 

and n is 1 or 2; 

ii) 




wherein D is chosen from aryl having 5 to 6 
atoms, optionally including up/to 2 heteroatoms selected from the N, O, and S; fiised aryl 
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of 8 to 14 atoms optionally including up to 3 heteroatoms sel^ted from the N, O, and S; 
mono or fused cycloalkyl having 5 to 12 carbon atoms; and mono or fused 
heterocycloalkyl having 5 to 12 carbon atoms including up to 3 heteroatoms selected 
from N, O, and S; biaryl, diaryl ether; diaryUcetone, and phehy\(C\-Cs) alkyloxyaryl; 

and wherein E is a divalent group chosen from carbpnyl, sulfonyl, C1-C3 alkylene, 
-X- (C1-C3) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, 
C1-C3 alkyl; C1-C6 alkylacylamino, Ci-Cealkylacyloxy, ui-Ce alkyloxy, Ci-Ce 
alkylthioxy, amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), 
NH2, mono and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including C\-Ce alkyl and 
phenyl amides and esters), carboxyl (including d-Ce f\kyl and phenyl esters), 
carboxy(C2-C5)alkyloxy, N-heterocyclylacyl, C1-C3 ajkylsulfonyl, sulfonamide and C1-C3 
alkylsulfonamide; 



iii) C1-C6 alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which 
may be substituted with up to two groups chosen from OH, C\'Ce alkylacylamino, Ci-Ce 
alkylacyloxy; Ci-Cealkyloxy; Ci-Ce alkylthioxy, amido (including primary, Ci-Ce alkyl 
secondary; Cx-Ce alkyl and phenyl tertiary, amino, Ci-Ce alkyl and phenyl amino, 
carbamyl (including Ci-Ce alkyl and phenyl amides and esters), carboxyl (including 
Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)aljcyloxy and N-heterocyclylacyl, C1-C3 
alkylsulfonyl, sulfonamide and C1-C3 alkylsulfonamide; 

and iv) a divalent group of the formula: 

O 




wherein each carbonyl of the divalent group bond 5 to the nitrogen to form a five 
membered ring and Ra is as defined above; \ 



B is selected from -OH; Ci-Ce alkyl or C\-C^ alky^ 
alkyloxy, N-heterocyclylic and 




amino, di(Ci-C6 alkyl)amino, Ci-Ca 
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each n' is independently 0, 1 or 2; 
m is 0, 1, 2 or 3; 
5 and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6^membered ring optionally 
including up to 2 heteroatoms selected from the N, O, and fused aryl rings of 8 to 14 
atoms optionally including up to 3 heteroatoms selected from N, O, and S, mono or fused 
ring cycloalkyl having 5 to 12 carbon atoms; and mono or/fused ring heterocyclic having 
10 5 to 12 carbon atoms including up to 3 heteroatoms chosen from the group consisting of 
N, O, and S; 

each K is chosen from OH, C1-C3 alkyl; Ci-Ce alkylac/^lamino, C1-C6 alkylacyloxy, Cx-Ce 
alkyloxy, Ci-Ce alkylthioxy, amido (including primaX, C1-C6 alkyl and phenyl secondary 
15 and tertiary), NH2, mono and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including 

Ci-Ce alkyl and phenyl amides and esters), carboxyl (including C1-C6 alkyl and phenyl 
: esters) and carboxy(C2-C5)alkyloxy; 

Rl is straight or branched chain C1-C5 alkanyl or/Ca-Cs alkenyl; 

Ci 20 

j=0 R2 is Ci-5 straight or branched chain alkanyl or ^kenyl; methylthiomethyl; aryl or 

\X\ arylalkyl or heteroaryl or heteroarylalkyl whereip any of the above are optionally 

substituted with up to 2 of C 1-3 alkyl, trifluoromfithyl or halogen, 
and stereoisomers, hydrates or pharmaceutically acceptable salts thereof. 



25 



2) The compound claim 1 wherein A is: 



30 




Ra— t— l" ^ OH 
whereinthe dotted line indicates an optional/ aryl ring fused to the phenyl ring. 



3) The compound of claim 2 wherein the A is selected from 2-hydroxy-(2- 
35 phenyl)ethanoyl, 2-hydroxy-(2-naphth- 1 -j/Oethanoyl, and 2-hydroxy-(2-naphth- 1 2- 
yl)ethanoyl. 
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4) The compound of claim 1 wherein A is selected from biphenyl, 2-phenyl-a- 
hydroxytolyl, diphenyl ether and diphenyl ketone. 

5) The compound of claim 1 wherein A is 



Rb 

wherein the ring D' is a 5 or 6 membered monocyclic aryl or heteroaryl ring including up 
10 to 3 atoms selected from N, O and S, and Rb is -NH2, mono and di(Ci-C6 alkyl) amino, 
Ci-Ce alkoxy, N-heterocyclic and Ci-Ca alkyL 

6) The compound of claim 5 wherein the ring D' is chosen from the group consisting of 
benzene,pyridine, fiiran, thiophene, thiazole, thiadiazole, oxazole, oxadiazole and 1,2,4- 

15 triazole and Rb is di(C2-C4)alkylamine. 

7) The compound of claim\l wherein A is 

(Re), 

20 

A* 

:lf wherein W is selected from gp^X alkylthfo, C1-C3 alkylsulfonyl, primary amido, 

1 !: A / 

secondary and tertiary G^i-<^3 alkylaipfdo, N-heterocyclylacyl, primary sulfonamide, 
secondary and tertiary Cn-CDs alta^f^lfonamide, and carboxylic acid and C1-C3 alkyl 
25 esters, Rc may optionaHy^jSbstitute me alkylene chain and is selected from -OH, C1-C3 
alkyl, CI and F, and m is 0, 1, 2 or 3. 

8) The compound of claim 1 wherein Rl is selected from ethyl and 2-propyl. 

30 9) The compound of claim 1 wherein R2 is selected from 2-thienylmethyl, 3- 
trifluoromethylphenylmethyl, 4-thiazolylmethyl, 3-chlorophenylmethyl, 3,5- 
difluorophenylmethyl, 4-methylphenylmethyl and 2-methylprop-l-yl. 

10) The compound of claim 1 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyl- 
35 methyl. 
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1 1) The compound of claim 3 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyl- 
methyl. 

12) The compound of claim 5 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyl- 
methyl. 

13) The compound of claim 7 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyl- 
methyl. 

14) The compound of claim 1 wherein B is -OH, Ci-Ce alkoxy, mono and di(Ci-C6) 
alkylamino, aminoCi-C4 alkyl-p-benzoic acid and Ci-Ce alkyl and phenyl esters thereof 
and N-heterocyclic. 



1 5) The compoimd of claim 1 whereinl&is^ ^ ^ ^ 




wherein K, n' and m are as defiiled in claim 1 



16) The compound of claim 15 wherein B is selected from 3,5-dicarboxycyclo- 
hexylamine, 3,4- dicarboxycyclohexylamine, 3,5- dimethoxycyclohexylamine, 
3,5-dihydroxymethylcyclohexylamine and 3,4,5-trimethoxycyclohexylamine. 

17) The compound of claim 1 ^^Ji^^n A is selected according to claim 2 and B is 

1 8) The compound of claim Kwherg^fi\ is selected according to claim 2 and B is 
selected according to claim 15. 

19) The compoimd of claim 1 wherein A is selected according to claim 5 and B is 
selected according to claim 14. 



20) The compound of claim 1 wherein A is selected according to claim 15 and B is 
selected according to claim ISI^ 
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21) The compound of claiiry A is selected according to claim 7 and B is 

selected according to claim 1^ 




5 22) The compound of claims^fj^id^in A is selected according to claim 7 and B is 
selected according to claim 15 



23) A compound selected from the group consisting of: 

10 N- {Ar-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methyUieptanoyl} valine (4-carboxy)phenylmethylamide 

N- {Ar-[2-hydroxy-2-(naphth- 1 -y l)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine 2-[(4-carboxy)phenyl]ethylamide 

15 

A^-{A^-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine 3-carboxypropy lamide 

{A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
20 methylheptanoyl} valine 4-carboxynaphth- 1 -ylmethy lamide 

N' {A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35', 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine cz5,cz5-3,5-dicarboxycyclohexylamide 

25 {7V-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35', 45)-4-amino-3-hydroxy-6- 
methy Iheptanoy 1 } valine 4-carboxycyclohexy lamide 

N~ {A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methy Iheptanoy 1 } valine 

30 

N- {7V'-[2-ben2yloxy-2-(naphth- 1 -yl)ethanoyl]-(3iS', 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethylamide 

A^-[A^-(3-hydroxy-2-phenylpropanoyl)-(35', 45)-4-amino-3-hydroxy-6- 
35 methylheptanoyljvaline (4-carboxy)phenylmethylamide 

//-{A/'-[2-hydroxy-2-(2-bromophenyl)ethanoyl]-(35, 4iS)-4-amino-3-hydroxy-6- 
methyUieptanoyl} valine (4-carboxy)phenylmethylamide 

40 N- {A^-[(iS)-2-hydroxy-3-phenylpropanoyl]-(3iS', 4iS)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethylamide 

iV-{A^-[2-hydroxy-2-(3-phenoxyphenyl)ethanoyl]-(3iS', 45)-4-amino-3-hydroxy-6- 
methyUieptanoyl} valine (4-carboxy)phenylmethylamide 



N- {A/'-[(i?)-2-hydroxy-3-phenylpropanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methyUieptanoyl} valine (4-carboxy)phenylmethy lamide 
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A^-[A^-(3-hydroxy-3-phenylpropanoyl)-(35, 4iS)-4-amino-3-hydroxy-6- 
methylheptanoyljvaline (4-carboxy)phenylmethylamide 

7S^-[A^-(3, 3, 3-trifluoro-2-methoxy-2-phenylpropanoyl)-(35', 45)-4-amino-3-hydroxy-6- 
methylheptanoyl]valine (4-carboxy)phenylmethylamide 

N. {Ar-[(/?)-2-hydroxy-4-thiomethylbutanoyl]-(35', 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethylamide 

A^-[Ar-(2-hydroxy-2-phenylethanoyl)-(35', 4iS)-4-amino-3-hydroxy-6- 
methyUieptanoylJvaline (4-carboxy)phenybTiethylamide 

7\^-[A^-(2-hydroxy-2-phenylethanoyl)-(35', 45)-4-amino-3-hydroxy-6- 
methylheptanoyl]valine (4-carboxy)phenylmethylamide 

A^-{Ar-[(2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(4- 
methylphenyl)pentanoyl} valine (4-carboxy)phenylmethylamide 

A^- {A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(thien-2- 
yl)pentanoyl} valine (4-carboxy)phenylmethy lamide 

A^-{A^-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(thiazol-4- 
yl)pentanoyl} valine (4-carboxy)phenylmethylamide 

A^-{A/'-[3-(Ar', 7\r'-diethylamido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,c/5-3,5-dicarboxycyclohexylaniide 

A^-{A^43-(Ar'-ethyl-Ar'-methylaniido)benzoyl]-(35,45)-4-amino-3-hydrox 5- 
difluorophenyl)pentanoyl } valine 

7V^-{A^-[3-( //"-ethyl-Ar'-methylamido)benzoyl]-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine ethylamide 

A^_{Ar-[3-(Ar', Ar'-diethylamido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluoropheriyl)pentanoyl} valine 

A^-{Ar-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35', 45)-4-aminoO-hydroxy-5-^ 5- 
difluorophenyl)pentanoyl} valine cz5,c/5-3,5-dicarboxycyclohexylamide 

A^- {A^-[2-hydroxy-2-(2-phenylphenyl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl } valine ethylamide 

A^-[A^-(4-Ar', A^'-dimethylamino-5-oxopentanoyl)-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl] valine cis, cis-3 , 5 -dicarboxycyclohexyl amide 

Ar-{A/'-[3-( Ar'-ethyl-Ar'-methylamido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluoropheny l)pentanoy 1 } valine cis, ciS'3 , 5 -dimethoxycyclohexy lamide 
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A^[A/'-(benzo-l, 4-dioxan-6-oyl)-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine c/5,c/5-3,5-dicarboxycyclohexylamide 

//-[7V-(3-amidobenzoyl)-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine c£5,c/5-3,5-dicarboxycyclohexylamide 

//-{A^-[3-(Ar'-acetylamino)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,c/5-3,5-dicarboxycyclohexylamide 

A^-[A^-(3-carbomethoxybenzoyl)-(35, 4iS)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine ci5,c/^-3,5-dicarboxycyclohexylamide 

N- {Ar-[2-hydroxy-2-(2-methoxyphenyl)ethanoyl]-(3iS', 4iS)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cz5,cz5-3,5-dicarboxycyclohexylamide 

N- {A^-[2-hydroxy-2-(4-methoxyphenyl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cz5,cz5-3,5-dicarboxycyclohexylamide 

A^[7V-benzoyl-(35, 45)-4-amino-3-hydroxy-5-(3, 5-difluorophenyl)pentanoyl]valine 
cz5,c/5-3,5-dicarboxycyclohexylamide 

A^-[A/'-(naphth-2-oyl)-(35, 45)-4-aminp-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine cz5,cz.y-3,5-dicarboxycyclohexylamide 

//-{A^-[ 3-(Ar'-methylpiperazido)ben2oyl]-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,c/5-3,5-dicarboxycyclohexylamide 

A^{A^-[2-hydroxy-2-(4-methoxyphenyl)ethanoyl]-(3iS, 45)-4-amino-3-hydroxy-5-(3- 
trifluoromethylphenyl)pentanoyl} valine cw,c/5-3,5-dicarboxycyclohexylamide 

N-{N'-[3-(N", N"-dipropylamido)phenyhnethyl]-(3S, 4S)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cis,cis,cis-3,4,5-trimethoxycyclohexylamide 

M- {A^-[5-(N", N"-dipropylamido)2,6-dimethylpyrid-3-ylcarbonyl]-(35', 45)-4-amino-3- 
hydroxy-5 -(3 , 5 -difluorophenyl)pentanoyl } valine cis, c/5-3 ,5 -dicarboxycyclohexy lamide 

N'iN'-l 3-(N", N"-dipropylamido)-2-methyoxybenzoyl]-(35, 45)-4-amino-3-hydroxy-5- 
(3, 5-difluorophenyl)pentanoyl} valine c/5,ci5-3,5-dicarboxycyclohexylamide 

//-{A^-[ 3-(N", N"-dipropylamido)-5-methyoxybenzoyl]-(35', 4*S)-4-amino-3-hydroxy-5- 
(3, 5-difluorophenyl)pentanoyl} valine cis, ci5-3,5-dicarboxycyclohexylamide 

A^{A^-[ 3-(2-methylpropionyl)-benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,ci5-3,5-dicarboxycyclohexylamide 

A^-{A^-[ 5-(N", N"-dipropylamido)-fiiran-2-ylcarbonyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 
5 -difluorophenyl)pentanoyl} valine cis, cis-3 ,5-dicarboxycyclohexylamide 
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N-iN'-l 5-(N", N"-dipropylamido)-thiophen-2-ylcarbonyl]-(35, 45)-4-amino-3-hydroxy-5- 
(3, 5-difluorophenyl)pentanoyl} valine c/.s,c/5-3,5-dicarboxycyclohexylamide 

N-lN'-l 5-(N",N"-dipropylamido)-5-methylbenzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,c/5,c/5-3,4,5-trimethoxycyclohexylamide 

N-{N*-[3-(N", N"-diethylamido)phenylmethyl]-(3S, 4S)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cis,cis-3,5-dicarboxycyclohexylamide 

N-[N'-(3-phenylbenzoyl)-(3S, 4S)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl] valine cis,cis-3,5-dicarboxycyclohexylamide ,and 

N-[N*-2-pyrimidyl-(3S, 4S)-4-amino-3-hydroxy-5-(3, 5-difluorophenyl)pentanoyl]valine 
cis,cis-3,5-dicarboxycyclohexylamide. 

24) A method of slowing or ameliorating the progression of a disease state characterized 
by deposition of Ap peptide in a mammal ^ comprising administering to a mammal in need 
thereof an effective amoimt of a compounc of formula 1 

o 




wherein: 
A is 

i) 



Aryl — (CH2), 

wherein Aryl is4nono or bicj^lic akd has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatems chosen from N, O and S; 
each x is independently 0, 1 or 2; 

R is H, Ci-Ce alkyl, phenyl or benzjll wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, 
CF3, CI, Br, F; and C1-C2 alkyl; 

each Ra is independently selected frohi the group consisting of H, OH, C1-C3 
alkyl; Ci-Ce alkylacylamino, Ci-Cealkylacylpxy, Ci-Cealkyloxy, Ci-Cealkylthioxy, 
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amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including Ci-Ce alkyl and phenyl amides 
and esters), carboxyl (including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 
and n is 1 or 2; 

ii) 




wherein D is chosen from aryl having 5 to 6 
atoms, optionally including up to 2 heteroatoms selected from the N, O, and S; fiised aryl 
of 8 to 14 atoms optionally including up to 3 heteroatoms selgptedJrom the N, O, and S; 
mono or fiised cycloalkyl having 5 to 12 carbon atoms;^d mono or fiised 
heterocycloalkyl having 5 to 12 carbon atoms pcluding up to 3^teroatoms selected 
from N, O, and S; biaryl, diaryl eth^;. diaiylketone, and phenyl(Ci-C8) alkyloxyaryl; 

\X / 

and wherein E is a divalent group chosen from carbonyl, sulfi^nyl, C1-C3 alkylene, 

/ 1 X 

-X- (Ci-Ca) alkylcarbonyl wherein^X is chosen from N/O and S, or E is merely a bond; 

/ \ y / 

and D may optionally be substituted with up to two gr oups c hosen from OH, 
C1-C3 alkyl; Ci-Ce alkylac^larnino, clce d\k^\2iC^'KyfC^^ C\-Ce 
alkylthioxy, amido (including primary, Ci-Ce^alkyl and phenyl secondary and tertiary), 
i(Ci-06 alkyl and phenyl) amino, carbamyl (including Ci-Ca alkyl and 



NH2, mono and di(C 

phenyl amides and esters), carboxj^l (including Cr-Ce^lkyl and phenyl esters), 
carboxy(C2-C5)alkyloiy, N-het^rccycl>4apyl;'(?HC3 alkylsulfonyl, sulfi>namide and C1-C3 
alkylsulfonamide; 

iii) C1-C6 alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which 
may be substituted with up to two groups chosen from OH, Ci-Ce alky lacy lamino, Ci-Ce 
alkylacyloxy; Ci-Cealkyloxy; Ci-Cealkylthioxy , amido (including primary, Ci-Ce alkyl 
secondary; Ci-Ce alkyl and phenyl tertiary, amino, Ci-Ce alkyl and phenyl amino, 
carbamyl (including Ci-Ca alkyl and phenyl am|ies and esters), carboxyl (including 
Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)aUcyloxy and N-heterocyclylacyl, C1-C3 
alkylsulfonyl, sulfonamide and C1-C3 alkylsulfonamide; 
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and iv) a divalent group of the formula: 

O 



10 




wherein each carbonyl of the divalent group bonds to the nitrogen to form a five 
membered ring and Ra is as defined above; 



B is selected fi^om -Ol|; C\-Ce alkyl or Ci-Ce alkyl amino, di(Ci-C6 alkyl)amino, Ci-Ce 
alkyloxy, N-heterocycKylic and 



15 



20 



25 



each n' is independently ' 
mis 0, l,2or'^ 



Jm 



or 2 ;"^ 



and G is N^r O; 

J is selected fi-om the^^cJup consisting of aryl having a 5 to 6 membered ring optionally 
including up to 2 hetepatoms^^^^ the N, O, and S; fused aryl rings of 8 to 14 

atoms^optionally including up to^S-'heteroatoms selected fi-om N, O, and S, mono or fused 
ring cycloaUcyl ha/ing 5 tQ^l'2 carbon atoms; and mono or fiised ring heterocyclic having 



5 to 12 carbon ^mslncluding 
NrO,ahds"; 



to 3 heteroatoms chosen fi"om the group consisting of 



each K is chosen fi"om OH, C1-C3 alkyl; Ci-Ce alkylacylamino, C1-C6 alky lacy loxy, Ci-Ce 

alkyloxy, Ci-Ce alkylthioxy, amido ^including primary, C1-C6 alkyl and phenyl secondary 

30 and tertiary), NH2, mono and di(Ci-Q6 alkyl and phenyl) amino, carbamyl (including 

\ 

Ci-Ce alkyl and phenyl amides and enters), carboxyl (including Ci-Ce alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 



35 



Rl is straight or branched chain C1-C5 aljcanyl or C2-C5 alkenyl; 

R2 is Ci-5 straight or branched chain alkaiiVl or alkenyl; methylthiomethyl; aryl or 
arylalkyl or heteroaryl or heteroarylalkyl vmerein any of the above are optionally 
substituted with up to 2 of C1.3 alkyl, trifluoVomethyl or halogen, 
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10 



15 



20 



25 



30 



35 




and pharmaceutically acceptable salts and esters thereof. 
25) The method claim 24 wherein A 



Ra- 




OH 



whereinthe dotted line indicates An optional aryl ring fused to the phenyl ring. 

26) The method of claim 25 wherein the A is selected from 2-hydroxy-(2- 
phenyl)ethanoyl, 2-hydroxy-^-naphth-l-yl)ethanoyl, and 2-hydroxy-(2-naphth-12- 
yl)ethanoyl. 

27) The method of claim 24 wherein ^is selected from biphenyl, 2-phenyl-a- 
hydroxj^olyl, diphenyl ether and diphenyl ketone. 

28) The method of claim 24 wherein AS is 




wherein the ring D' is a 5 or 6 memberedtmonowclic aryl or heteroaryl ring including up 
to 3 atoms selected from N, O and S; and^Ilbjs -NH2, mono and di(Ci-C6 alkyl) amino, 
Ci-Ce alkoxy, N-heterocyclici and Cy-Ce alkyl. 

29) The method of claim 28 wherein tearing D' is chosen from the group consistmg of 

I I ./^^ 

benzene,pyridine, fiiran, thiopliene, thiazole, thiadiazole, oxazole, oxadiazole and 1,2,4- 

- I ^ 
triazole and Rb is di(C2-G4)al^^lamine^ - 

30) The method of claim 24 wherein A is 

(Rc) 





wherein W is selected from C1-C3 alkylthio, Ci-C^lkylsulfbnyl, primary amido, 
secondary and tertiary C1-C3 alkyl amido, N-heterocyclylacyl, primary sulfonamide, 
secondary and tertiary C1-C3 alkyl sulfonamide, ancwcarboxylic acid and C1-C3 alkyl 
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esters, Rc may optionally substikite the alkylene chain and is selected from -OH, C1-C3 
alkyl, CI and F, and m is 0, 1 , 2 or 3 

31) The method of claim 1 wherein Rl is selected from ethyl and 2-propyl. 

32) The method of claim 24 wherein R2 is selected from 2-thienylmethyl, 3- 
trifluoromethylphenyhnethyl, 4-thiazolyhnethyl, 3-chlorophenylmethyl, 3,5- 

lylmethyl and 2-methylprop-l-yl. 



difluorophenylmethyl, 4-methylphe 

33) The method of claim 24 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyhnethyl. 



34) The method of claim 26 wherein^l is 2-propyl and R2 is 3,5-difluorophenylmethyl. 

35) The method of claim 28 wherein Rl is 2-propyl and R2 is 3,5-difluorophenylmethyl. 



36) The method of claim 30 wherein Rl\ is 2-pr6pylanli R2 is 3,5-difluorophenylmethyL 

V 7 

37) The method of claim 24 wherein B/is.-OH, Ci/Ce alkoxy, mono and di(Ci-C6) 
alkylamino, aminoCi-C4 alkyl-p-benzoic acid ajid Ci-Ce alkyl and phenyl esters thereof 
and N-heterocyclic. 

38) The method of claim 1 wherein 




wherein K, n' and m are as defined^in"6laim 

39) The method of claim \8,jt^^ein B is selected^from 3,5-dicarboxycyclohexylamine, 

3.4- dicarboxycyclohexylamine, 3,5- dimethoxycyclohexylamine, 

3.5- dihydroxymethylcyclohexylamine and 3,4,5-triniethoxycyclohexylamine. 

40) The method of claim 24 wherein A is selected according to claim 25 and B is 
selected according to claim 37. 

41) The method of claim 24 wherein A is selected accor(^ng to claim 25 and B is selected 
according to claim 38. 
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42) The method of claim 24 V^herein A is selected according to claim 28 and B is 
selected according to claim 37\ 



43) The method of claim 24 wherein A is selected according to claim 28 and B is 
selected according to claim 38. 

44) The method of claim 24 whefein A is selected according to claim 30 and B is 
selected according to claim 37. 



45) The method of claim 24 wheipin A is selected according to claim 30 and B is 
selected according to claim 38. 

46) A method of slowing or ameliorating the progression of a disease state characterized 

A / 

by deposition of Ap peptide in a mammal comprising administering to a mammal m need 
thereof an effective amount gfacompoimd selected from the group consisting of: 

A^-{A^-[2-hydroxy-2-(naphth-l-yl)ethinoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methy Iheptanoy 1 } v^ne (4-carbox^^eny lmeth>damid^ ----''^^ 

N- {A^-[2-hydroxy^2-(naphth- 1 - Jl^ailpyl]-(35', 45)-4-apiino-3-hydroxy-6- 
methylheptanoyly} valine 2-[(4-cpLrboxy)pjhenyl]ethylairiide 

A^-{A^42-hydroky-2<naphth-l/-yl)ethanoVl]H[3S', 45)-4-amino-3-hydroxy-6- 
methylheptano^l} valine 3-carboxypropyi^^ 

A^- {A^42-hydroxy-2<naphth- 1 -yl)ethanoylH35, 45)-4-amino-3-hydroxy-6- 



methylheptan< 



71} valine ,4-carboxynaphth- 1 Vylmethylamide 



N- [2-hydrox^^52^aphth- 1 -yl)ethanoyl]-a35, 4iS)-4-amino-3-hydroxy-6- 
methyUieptanoyl} valine cz5,cz5-3,5-dicarboxycyclohexylamide 

A^- {A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(3iS', 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine 4-carboxycyclohexylarnide 

N- {A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35\45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine 

N' {A^-[2-benzyloxy-2-(naphth- 1 -yl)ethanoyl]-(35'A45^-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethyl^ide 

A^-[Ar-(3-hydroxy-2-phenylpropanoyl)-(3S', 4iS)-4-anY^^"3"hy^^^y'6' 
methy Iheptanoy 1] valine (4-carboxy )phenylmethylamlde 
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10 



A^-{A^-[2-hydroxy-2-(2-bromomienyl)ethanoyl]-(35, 4iS)-4-ammo-3-hydroxy-6- 
methylheptanoyl} valine (4-cartioxy)phenylmethylamide 

N' {A^-[(iS)-2-hydroxy-3-phenylpropanoyl]-(3iS, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethylamide 

//-{7V-[2-hydroxy-2-(3-phenoxyphenyl)ethanoyl]-(3iy, 4iS)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carbdxy)phenylmethylamide 

//-{Ar-[(/?)-2-hydroxy-3-phenylpropanoyl]-(3Ay, 45^-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)pheny Imethylamide 

Af-[A^-(3-hydroxy-3-phenylpropa^oyl)-(3iS, 4iS)-4;aiTnno-3-hydroxy-6- 
15 methylheptanoyl] valine (4-carboxy)phenylmetIiylani^de 

//-[A^-(3, 3, 3-tTifluoro-2-niethoxy^^-phenylpropan^l)-(35^ 45)-4-amino-3-hydroxy-6- 
methylheptanoyljvaline (4-carbox>^phenylniethyl^ide 

20 N' {A/'-[(i?)-2-hydroxy-4-thioniethylbutanoyl]-pS', 45)-4-amino-3:hydroxy-6- 
methylheptanoyl} valine (4-carboxy)pheny Imethylamide 

A^4Ar<2-hydroxy-2-phenylettianoyl)|^^ 
methylheptanoyl] valine (^-carb^y)phenyta 

A^-[Ar-(2-hydroxy-2-phenyletham)5jrj^^ 
methylheptanoyl] valine (4-carboxy)pheny Imethylamide 

/ i \ 

A^-{A^-[(2-hydroxy-2-(;naphth-l-Vl)ethanoyl];(35', 45)-4-amino-3-hydroxy-5-(4- 
i^n 30 methylphenyl)pentanoyl}valine|(4-carbox^^ 

N- {A^-[2-hydroxy-2-(naphth- 1 7yl)ethanoyl]-(35', 45)-4-amino-3-hydroxy-5-(thien-2- 
y l)pentanoy 1 } valine (4-carbo5w)pheny Imethylamide 

35 A^- {A^42-hydroxy-2<naphtyi -yl)ethanoyl] 45)-4-amino-3-hydroxy-5-(thiazol-4- 
yl)pentanoyl} valine (4-ca^^xy)phenylmethYlamide 

\ 



25 



N-{N-\Z-{ir\ Ar'-diethylamido)benzoyl]-(35. 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,c/5-3,5-dicarboxycyclohexylamide 



40 



N' {7V-[3-(Ar '-ethyl-A^ '-methylamido)benzoyl]U35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine \ 



//-{A^-[3-( //"-ethyl-Ar'-methylamido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
45 difluorophenyl)pentanoyl} valine ethylamide \ 

N'{N-\Z-{JSr\ Ar'-diethylamido)benzoyl]-(35, 45)-yamino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine 1 
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A/^-{A^-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-ammo-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/s,c/5-3,5-dicarboxycyclohexylamide 

N- {A/'-[2-hydroxy-2-(2-phenylphenyl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
di£luorophenyl)pentanoyl} valine ethylamide 

A^[A^-(4-Ar', Ar'-dimethylamino-5-oxopentanoyl)-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine c/5,c2\s;-3,5-dicarboxycyclohexylamide 



//-{A^-[3-( Ar'-ethyl-Ar'-niethylaniido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluoropheny l)pentanoy 1 } valine cis, c/i-3 , 5 -dimethoxy cy clohexy lamide 

A^[Ar-(benzo-l, 4-dioxan-6-oyl)-(35, 4i)-4-amino-3;:by*=Q^^ 5- 
di£luorophenyl)pentanoyl] valine cis, cz5-Q ,5 -dmarboxycycloftexylamide 

A^-[Ar-(3-amidobenzoyl)-(35, 45)-4-amii!6^-hydroxy-5-(3f 5- 
difluorophenyl)pentanoyl] valine -dicarboxycyelohexylaniide 

y \ / 
Ar.{;V'-[3-(Ar'-acetylamino)bei^oyl]-(35, U5)-4-amino-3-hydroxy-5-(3 5- 

difluorophenyl)pentanoyl} valine c/5,c/5-3j5-dicarboxycy clohexy lamide 

7^-[iV.(3.carbomethoxybenzoyl)-(35', 45)-4ammp-3^ydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine ci.s,ci5-3?%dicarboxycyclbhexylainide 

N' {Ar-[2-hydroxy-2-(2fniethoxyphenyl)ethanoyl]-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c|?,c/5-3,5\iicarboxycyclohexylamide 

N' {Ar-[2-hydroxy-2-(4-niethoxypnenyl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluoropheny l)pentahoy 1 } valine cis, cis-Z , 5 -dicarboxycyclohexy lamide 

//-[A^-benzoyl-CS^, 4*y)-4-aminQf3-hydroxy-5-T3, 5-difluorophenyl)pentanoyl]valme 
c/5,c/5-3,5-dicarboxycyclohexyaamide \ 

A^-[Ar-(naphth-2-oyl)-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl] valine cis, c/.s-3 ,5 -dicarboxycyclohexylamide 

\ 
\ 

N-ilsT-i 3-(Ar'-methylpiperazido)benzoyl]-(3iS', 4S)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,ci5-3, 5 -dicarboxycyclohexy lamide 

7V-{A^-[2-hydroxy-2-(4-methoxyphenyl)ethanoyl]-(35', 4iy)-4-amino-3-hydroxy-5-(3- 
trifluoromethylphenyl)pentanoyl} valine c/5',cz5-3,5Vdicarboxycyclohexylamide 

N-{N*-[3-(N", N"-dipropylamido)phenyhnethyl]-(3S^, 4S)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cis,cis,cis-3,4,5-trimethoxycyclohexylamide 

N- {Ar-[5-(N", N"-dipropylamido)2,6-dimethylpyrid-^Tylcarbonyl]-^ 45)-4-amino-3- 
hydroxy-5 -(3 , 5 -difluorophenyl)pentanoyl } valine cis, dz.s-3 ,5 -dicarboxycyclohexy lamide 
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N'{lsr-[ 3-(N", N"-dipropyl^ido)-2-methyoxyben2oyl]-(35, 45)-4-amino-3-hydroxy-5- 
(3, 5-difluorophenyl)pentanoyl} valine cis, ci5-3,5-dicarboxycyclohexylamide 

N-ilsT-l 3-(N", N"-dipropylamido)-5-methyoxybenzoyl]-(3iS', 45)-4-amino-3-hydroxy-5- 
(3, 5-difluorophenyl)pentanoyl} vailiie cis, c/5-3,5-dicarboxycyclohexylamide 



N-iN'-l 3-(2-methylpropionyl)-ben2byl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cf5,W5-3,5-dicarboxycyclohexylamide 

A^{7V*-[ 5-(N", N"-dipropylamido)-furan-2-ylcarbonylH3^. 45)-4-amino-3-hydroxy-5-(3, 
5-difluorophenyl)pentanoyl} valine 0/5^^5-3, 5 -dic^boxy^yclohexylaniide 

N-{N'-[ 5-(N", N''-dipropylaniido)-th^oi^en^-^^ 45)-4-amino-3-hydroxy-5 
(3, 5-difluorophenyl)pentanoyl} valine qX m-3,5-dicarboxycyclohexylamide 

A^-{A^-[ 5-(N", N"-dipropylamido)-5-methylbe^^ 5 
difluorophenyl)pentanoyl} valine cis, cis, c/^-^^^S-trimethoxycyclohexylamide 



N-{N'-[3-(N", N"-diethylamido)pheny_^ 4S)-4-amino-3-hydroxy-5-(3, 5- 

difluorophenyl)pentanoyl} valine cis,G^-3,5-diaarboxycyclohexylamide 

N-[N*-(3-phenylbenzoyl)-(3S, 4S)-4-aniino-3-hydkoxy-5-(3, 5- 
difluorophenyl)pentanoyl] valine cis,cis-3,5-dicarboxycyclohexylamide ,and 

N-[N'-2-pyriinidyl-(3S, 4S)-4-amino-3-hydroxy-5-(j^ 5-difluorophenyl)pentanoyl]valine 
cis,cis-3,5-dicarboxycyclohexylamide. 

47) A pharmaceutical composition comprising a comp<^und of fomiula 1 

R2 / O 

A— N ^ 




wherein: 
A is 

i) 



Aryl — (CH2); 

wherein Aryl is^mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up^o 3 heteroatoms chosen from N, O and S; 
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each X is independently 0, 1 or 2; 

R is H, Ci-Ca alkyl, phenyl or benzyl wherein each^phenyl ring is optionally 

// 

substituted with up to two groups independently select ea from -OH; -CH2OH, -CO2H, - 

CF3, CI, Br, F; and C1-C2 alkyl; ^ 

5 each Ra is independently selected from the group consisting of H, OH, C1-C3 

alkyl; C1-C6 alkylacylamino, C1-C6 alky lacy loxy, Ci^Ce alkyloxy, Ci-Cealkylthioxy, 

amido (including primary, C\-Ce alkyl and phenyl secondary and tertiary), NH2, mono and 

di(Ci-C6 alkyl and phenyl) amino, carbamyl (including C\-Co alkyl and phenyl amides 

/ 

and esters), carboxyl (including Ci-Ce alkyl and^phenyl esters), carboxy(C2-C5)alkyloxy 
10 and N-heterocyclylacyl; 

and n is 1 or 2; 

ii) 

HE- 





wherein D is chosen from aryl having 5 to 6 
atoms, optionally including up to 2 heteroatoms selected from the N, O, and S; fiised aryl 
of 8 to 14 atoms optionally including/up to 3 heteroatoms selected from the N, O, and S; 
mono or fused cycloalkyl having 5 to 12 carbon atoms; and mono or fused 



heterocycloalkyl having 5 to 12 caXon atoms including up to 3 heteroatoms selected 
i fi 20 from N, O, and S; biaryl, diaryl ether; diarylketone, and phenyKCi-Cs) alkyloxyaryl; 



and wherein E is a divalent group chosen from carbonyl, sulfonyl, C1-C3 alkyl ene, 
-X- (C1-C3) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, 
C1-C3 alkyl; Ci-Ce alkylacylaimino, Ci-Ce alky lacy loxy, Ci-Ce alkyloxy, Ci-Ce 
25 alkylthioxy, amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), 
NH2, mono and di(Ci-C6 aUcyl and phenyl) amino, carbamyl (including Ci-Ce alkyl and 
phenyl amides and esters^ carboxyl (including Ci-Ce alkyl and phenyl esters), 
carboxy(C2-C5)alkyloxy,/N-heterocyclylacyl, C1-C3 alkylsulfonyl, sulfonamide and C1-C3 



30 



alkylsulfonamide; 

iii) C1-C6 alkanoyll C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which 
may be substituted with up to two groups chosen from OH, C\'Ce alkylacylamino, Ci-Ce 
alkylacyloxy; Ci-Ce alkyloxy; Ci-Ca alkylthioxy, amido (including primary, Ci-Ce alkyl 
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secondary; Cx-Ce alkyl and phenyl tertiary, amino, Ci-Ce alkyl and phenyl amino, 
carbamyl (including Cx-Ce alkyl and phenyl amides and esters), carboxyl (including 
Ci-Ca alkyl and phenyl esters), carboxy(C2-C5)alkyloxy and N-heterocyclylacyl, C1-C3 
alkylsulfonyl, sulfonamide and C1-C3 alky Sulfonamide; 

and iv) a divalent group of the formula: 

O 




wherein each carbonyl of the divalent group \bonds to the nitrogen to form a five 
membered ring and Ra is as defined above; 

B is selected from -OH; Ci-Ce alkyl or Ci-Ce alkyl amino, di(Ci-C6 alkyl)amino, Ci-Ce 
alkyloxy, N-heterocyclylic and 



each n' is independently 0, 1 or 2; 
m is 0, 1, 2 or 3; 
and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally 
including up to 2 heteroatoms selected from the ^' fused aryl rings of 8 to 14 

atoms optionally including up to 3 heteroatoms selected from N, O, and S, mono or fused 
ring cycloalkyl having 5 to 12 carbon atoms; and mono or fused ring heterocyclic having 
5 to 12 carbon atoms including up to 3 heteroatoms ^hosen from the group consisting of 
N, O, and S; 

each K is chosen from OH, C1-C3 alkyl; Ci-Ce alkylacylamino, C\-Ce alkylacyloxy, Ci-Q 
alkyloxy, C\-Ce aUcylthioxy, amido (including primary\Ci-C6 alkyl and phenyl secondary 
and tertiary), NH2, mono and di(Ci-C6 alkyl and phenyl! amino, carbamyl (including 
Ci-Ce alkyl and phenyl amides and esters), carboxyl (including Ci-Ce alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 
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20 




Rl is straight or branched chain C1-C5 alkanyl or C2-C5 alkenyl; 

\ 

R2 is C1.5 straight or branched chain alkanyl or alkenyl; methylthiomethyl; aryl or 
arylalkyl or heteroaryl or heteroaryPlkyl wherein any of the above are optionally 
substituted with up to 2 of C 1.3 alkyMtrifluoromethyl or halogen, 
and and pharmaceutically acceptable^alts and esters thereof and a pharmaceutically 
acceptable diluent. 

48) The composition claim 47 wherein A is: 



Ra- 




OH 



15 whereinthe dotted line indicates an optional aryl ring fui 

49) The composition of claim 48 wherein the A is selec 
phenyl)ethanoyl, 2-hydroxy-(2-i^phth-l-yl)ethanoyl, ai 
yl)ethanoyl. 



50) The composition of claim 47 wherein A is selected 
hydroxytolyl, diphenyl ether and diphenyl ketone. 



51) The composition 91 claim 47 wherein A is 
25 O y^—f^ O 

wherein the rin^D' is a 5 or 6 membered monocyclic aryl or heteroaryl ring including up 
30 to 3 atoms selected from N, O and S, and Rb is -NH2, mono and di(Ci-C6 alkyl) amino, 
Ci-Ce alkoxy, ^-heterocyclic and C1-C6 alkyl. 



35 



52) The composition of claim 51 wherein the ring D' is chosen from the group consisting 
of benzenefpyridine, fliran, thiophene, thiazole, thiadiazole, oxazole, oxadiazole and 
1,2,4-triazole and Rb is di(C2-C4)alkylamine. 
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53) The composition of claim\t7 wherein A is 

(Re), \ 




wherein W is selected from Cji-Ca ^Ucylthi^ C1-C3 alkylsulfonyl, primary amido, 
secondary and tertiary Ci-C3| ijkj^^^am^ N-heterocyclylacyl, primary sulfonamide, 
secondary and tertiary C1-C3 alkyl sulfonamide, and carboxylic acid and C1-C3 alkyl 
esters, Rc may optionally substitute thaalkylene chain and is selected from -OH, C1-C3 
alkyl, CI and F, and m is 0, 1, 2 or 3, anaSn is 0, 1, 2 or 3. 

54) The composition of claim 47 wherein Rl is selected from ethyl and 2-propyl. 

55) The composition of claim 47 wherein R2 is selected from 2-thienylmethyl, 3- 
trifluoromethylphenyhnethyl, 4-thiazolylmethyl, 3-chlorophenylmethyl, 3,5- 
difluorophenylmethyl, 4-methylphenylmethyl and 2-methylprop-l-yl. 

56) The composition of claim 47 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyl- 
methyl, 

57) The composition of claim 49 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyl- 
methyl, 

58) The composition of claim 51 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyl- 
methyl. 

59) The composition of claim 53 wherein Rl is 2-propyl and R2 is 3,5-difluorophenyl- 
methyl. 

60) The composition of claim 47 whej:^ B is -OH, CrCe alkoxy, mono and di(Ci-C6) 
alkylamino, aminoCi-C4 alkyl-p-bei(zoic acid and C\-Ce alkyl and phenyl esters thereof 
and N-heterocyclic, 
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61) The composition of claim 47 wherein Bis 



\ 

N 

^ - ^[(CH2)n.K] 



m 



wherein K, n* and m are as defined in claim 1 . 

62) The composition of claim 61 wherein B is selected from 3,5-dicarboxycyclo- 
hexylamine, 3,4- dicarboxycyclohexylamine, 3,5- dimethoxycyclohexylamine, 
3,5-dihydroxymethylcyclohexylamine and 3,4,5-trimethoxycyclohexylamine. 

63) The composition of claim ww^erein A is selected according to claim 48 and B is 
selected according to claim 60.^^ 

64) The composition of claim 47^^rein A is selected according to claim 48 and B is 
selected according to claim 61. 

65) The composition of claim 47 wherein A is selected according to claim 51 and B is 
selected according to claim 60. 

66) The composition of claim 47 wherein A is selected according to claim 51 and B is 
selected according to claim 61. 

67) The composition of claim 47 wheraiTk is selected according to claim 53 and B is 
selected according to claim 60. ^ 

68) The composition of claim 47 wherlfi^A is selected according to claim 53 and B is 
selected according to claim 61. 



69) A pharmaceutical composition comprising a compound selected from the group 
consisting of: 

Ar-{7V'-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethylamide 

A^- {A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine 2-[(4-carboxy)phenyl] ethylamide 
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A^- {Ar-[2-hyclroxy-2-(naphth-l -yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine 3-carboxypropylainide 

N' {A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35, 4iS)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine 4-carboxyTiaphth- 1 -ylmethylamide 

N- {iV-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(3iS, 4S)-4-amino-3-hydroxy-6- 
methy Uieptanoy 1 } valine cis, cis-3 , 5 -dicarboxy cy clohexy lamide 

A^-{/^-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35', 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine 4-carboxycyclohexylamide 

A^{//'-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methy Iheptanoyl } valine 

N' {A^-[2-benzyloxy-2-(naphth- 1 -yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethylamide 

//-[Ar-(3-hydroxy-2-phenylpropanoyl)-(3iS, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl]valine (4-carboxy)phenylmethylamide 

A^-{A^-[2-hydroxy-2-(2-bromophenyl)ethanoyl]-(35', 4iS)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethy lamide 

N- {jV-[(5)-2-hydroxy-3-phenylpropanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methy Iheptanoyl} valine (4-carboxy)phenylmethylamide 

A^- {A^-[2-hydroxy-2-(3-phenoxyphenyl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethy lamide 

A/-{A^-[(7?)-2-hydroxy-3-phenylpropanoyl]-(3iS', 4iS)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethylamide 

//-[A^-(3-hydroxy-3-phenylpropanoyl)-(3iS, 4iS)-4-amino-3-hydroxy-6- 
methy Iheptanoyl] valine (4-carboxy)phenylmethy lamide 

A/-[A^-(3, 3, 3-trifluoro-2-methoxy-2-phenylpropanoyl)-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl]valine (4-carboxy)phenylmethylamide 

//-{Ar-[(i?)-2-hydroxy-4-thiomethylbutanoyl]-(3*S', 45)-4-amino-3-hydroxy-6- 
methylheptanoyl} valine (4-carboxy)phenylmethy lamide 

AA-[Ar-(2-hydroxy-2-phenylethanoyl)-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl]valine (4-carboxy)phenylmethylamide 

A^-[A/'-(2-hydroxy-2-phenylethanoyl)-(35, 45)-4-amino-3-hydroxy-6- 
methylheptanoyl]valine (4-carboxy)phenylmethylamide 
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A^.{A^-[(2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(4- 
methy Ipheny l)pentanoy 1 } valine (4-carboxy)phenylmethy lamide 

A^{Ar-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(thien-2- 
yl)pentanoyl} valine (4-carboxy)phenylmethy lamide 

N- {A^-[2-hydroxy-2-(naphth- 1 -yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(thiazol-4- 
yl)pentanoyl} valine (4-carboxy)phenylmethylamide 

N-{N'-[3-iN'\ Ar'-diethylamido)benzoyl]-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cis, c/5-3 ,5 -dicarboxycyclohexylamide 

M- {/^-[3-(Ar '-ethyl-A^ '-methylamido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine 

7\^-{N'-[3-( A^'-ethyl-Ar'-methylamido)benzoyl]-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine ethy lamide 

N-{]\r-[3-{ir\ Ar'-diethylamido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine 

A^-{A^-[2-hydroxy-2-(naphth-l-yl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,c/5-3,5-dicarboxycycloliexylamide 

A^- {A^-[2-hydroxy-2-(2-phenylphenyl)ethanoyl]-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine ethylamide 

//-[A^-(4-A^', 7V"-dimethylamino-5-oxopentanoyl)-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl] valine cis, cz5-3 ,5 -dicarboxycyclohexylamide 

//-{Ar-[3-( Ar'-ethyl-AP'-methylamido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cz5,cz5''3,5-dimethoxycyclohexylamide 

//-[Ar-(benzo-l, 4-dioxan-6-oyl)-(3*S, 4iS)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine cz5,cz.s'-3,5-dicarboxycyclohexylamide 

A^-[Ar-(3-amidobenzoyl)-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine c/5,cz5-3,5-dicarboxycyclohexylamide 

//_(Ar-[3-(Ar'-acetylamino)benzoyl]-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
di fluoropheny l)p entanoy 1 } valine cis, cis-3 , 5 -dicarboxycyclohexy lamide 

A/-[A^-(3-carbomethoxybenzoyl)-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl] valine cis, c/5-3 ,5 -dicarboxycyclohexy lamide 

N' {A^-[2-hydroxy-2-(2-methoxyphenyl)ethanoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/5,c/5-3,5-dicarboxycyclohexylamide 
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A^- {iV-[2-hydroxy-2-(4-methoxyphenyl)ethanoyl]-(35, 4iS)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine c/^,c/5-3,5-dicarboxycyclohexylamide 

A^-[/^-benzoyl-(35, 45)-4-amino-3-hydroxy-5-(3, 5-difluorophenyl)pentanoyl]valine 
CIS, ciS'3 , 5 -dicarboxycyclohexy lamide 

A^-[A/'-(naphth-2-oyl)-(35', 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl] valine cis, c/5-3 ,5 -dicarboxycyclohexylamide 

//-{A^-[ 3-(Ar'-methylpiperazido)benzoyl]-(35, 45)-4-amino-3-hydroxy-5-{3, 5- 
difluorophenyl)pentanoyl} valine c/5,c/5-3, 5 -dicarboxycyclohexy lamide 

//-{Ar-[2-hydroxy-2-(4-methoxyphenyl)ethanoyl]-(35', 45)-4-amino-3-hydroxy-5-(3- 
trifluoromethylphenyl)pentanoyl} valine cis, c/5-3 ,5 -dicarboxycyclohexy lamide 

N-{N*-[3-(N", N"-dipropylamido)phenylmethyl]-(3S, 4S)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cis,cis,cis-3,4,5-trimethoxycyclohexylamide 

iV-{A^-[5-(N", N"-dipropylamido)2,6-dimethylpyrid-3-ylcarbonyl]-(35, 45)-4-amino-3- 
hydroxy-5-(3, 5-difluorophenyl)pentanoyl} valine cw,c/5-3,5-dicarboxycyclohexylamide 

N-iN'-l 3-(N", N"-dipropylamido)-2-methyoxybenzoyl]-(35', 45)-4-amino-3-hydroxy-5- 
(3 , 5 -difluoropheny l)p entanoy 1 } valine cis, cis-3 , 5 -dicarboxycyclohexy lamide 

N-iN'-l 3-(N", N"-dipropylamido)-5-methyoxybenzoyl]-(35', 45)-4-amino-3-hydroxy-5- 
(3 , 5 -difluoropheny l)pentanoyl } valine cis, cis-3 , 5 -dicarboxycyclohexy lamide 

N'{I\r'[ 3-(2-methylpropionyl)-benzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cis, cis-3 , 5 -dicarboxycy clohexylamide 

N-{]Sr-[ 5-(N", N"-dipropylamido)-fiiran-2-ylcarbonyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 
5 -difluoropheny l)pentanoyl } valine cis, cis-3 , 5 -dicarboxycyclohexy lamide 

N-lN'-i 5-(N", N"-dipropylamido)-thiophen-2-ylcarbonyl]-(35, 4iS)-4-amino-3-hydroxy-5 
(3 , 5-difluorophenyl)pentanoyl} valine cis, cis-3 ,5-dicarboxycyclohexylamide 

A^-{A^-[ 5-(N", N"-dipropylamido)-5-methylbenzoyl]-(35, 45)-4-amino-3-hydroxy-5-(3, 5 
difluoropheny l)pentanoyl } valine cis, cis, cis-3 ,4,5 -trimethoxycyclohexy lamide 

N-{N*-[3-(N", N"-diethylamido)phenyhnethyl]-(3S, 4S)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl} valine cis,cis-3,5-dicarboxycyclohexylamide 

N-[N'-(3-phenylbenzoyl)-(3S, 4S)-4-amino-3-hydroxy-5-(3, 5- 
difluorophenyl)pentanoyl]valine cis,cis-3,5-dicarboxycyclohexylamide ,and 

N-[N'-2-pyrimidyl-(3S, 4S)-4-amino-3-hydroxy-5-(3, 5-difluorophenyl)pentanoyl]valine 
cis,cis-3,5-dicarboxycyclohexylamide, 
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and pharmaceutically acceptable salts and esters thereof, and a pharmaceutically 
acceptable diluent. 



97 



